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[19*81] VEGF/VPF7y-?l-Zht?* 

[11*82] VEGF/VPFTyfiJ-ZVimv 
EGF/VPFty? ZZtiftRt 

-tin** i mim. 

imm) avEGF/vpFty^o-t;HK:ft 

A<VEGF/VP FOT 5 /BKfltf>-«r*&T£E 
W 1 - 3<0^< k 1 1 ok k * 

1 . KPSCVPLMR 

2. SFLQHNKCECRP 

3. KCECRPKKDRAR 

[000 1 ] 

pf) [Am&M&m&f-mw t mfoztixx o . 

TVEGF/VPFj k&S&tlO 7^ 

iz . ««otfi5i mth mmw^wmzm 

[0002] 

[«*««*] *W#g«UU jfe£. VEGF/VP F 
(#$§¥6-1 1 6 1 63#) . Zl>lz, nSA«<^R 

«WKfTi*ik*JUJt, vEGF/vPFry^^ 

mi izt wium z t srmv^i immnmm 

&Z%-ofc (ttBIPPl 0-1 14 680. #P¥1 0- 

129646). 

[0003] 

mm&vmth vyATMuj mmmx-Jh *> , 

*yrS KSWk£fli(E7010h rJ;Ut^-y« s ^f#t 

ffi(Carbendaziro), ^O/yyi, 'JV^rv^ H 
7^^fyf, **7Vy(Phomopsin). ^Xf-ndf-x 
V(Ustiloxin). 5 /1M ?'J ^tir r- 91M 

7^ymmn.^Mnx'hh-hK tmmtix. m 
mm.m%&* z t wm&ztix 

TNP-4 7 0O«k 3S7^f'J VK»fM>MMPBMF 



WHMFiStt**** fc-£^k V E G F/ V P F<9& 
[0004] 

ft^fe k VEGF/VPF 0««gHWJ k flWJHKo v > 

i&mtmzti* z t srmaj l , *#ui*£i£ uswe 
x h 1 9 ^yTkit^m^mmith z t mmt 

EGF/V P Ft J 9 u-l-iVffifcX'h&Z fc ^W.t 

?hWm&WW$KVEGF/vPF>t;?u-- tiv 

ffifctfV EGF/VPFWS7 Bffifl<0-aTC* h T 

wm i ~ 3 ct)^=5t< 1 1 1 ^twmhtmxhhz 

1. KPSCVPLMR 

2. SFLQHNKCECRP 

3. KCECRPKKDRAR 
[0005] 

\W^1&WW&\ VE G F/V P F (vascular endo 
thelial growth factor / vascular permeability fact 

<?>£mm t:wmmmmz&ux wm%®ffli%t: t 

x\ihi><r>X'b&. 

[0006] VE-GF/VPFfcHLTtts y 

nmzS&t &Zttftyt>i)HzZtlX^l[ (Ferrara , 
N. , et.al. Endocrine Reviewsl3:18(1992)] . thVE 
G F/V P FSfE^BCOVVCIi-eOcD N AtftX'lzm 

mztix&mmtfmfezti. 7$.;m.mmfezti 
xm. zcr>m& i ?pc>7$/®mmm%&4m® 
<osa (7$sMmm<i2 im. ie5m. i89 

ffl. 2 0 6®04ffll®) ifflhtl. -e^W+T12 1 
m<r>75.;W%£®L<Oh<r) (VEGF/VPF121)k 1 
6 5ffl<07$y@8$S!&<7)i?) ( VEGF/VP F165) 
tfti®b&&X'2>lk.Wt>tlX^& [(Ferrara N. , et. a 
1. Endocrine Reviews 13:18(1992)]. VEGF/VP 
F121t±VEGF/VPF 1650# x/U^fflOO 4 
4(10T5yi!*<X»L^t>0-CS)l.* { < VEGF/ 
VPF121kVEGF/VPF 165<7)^(C , Jt AIBIB 

izm-httmvm^tf&hfrz o wzn >t «±bb^>*hc 

[00 07] ^Bfl^fc^T. VEGF/VPFTV^ 
^Xhk(i. ±EO VEGF/VP F^ffl$:ffl*-t 
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iSS^SrfflV^in vitroig^fc Xt/in vivoj||L<fffr4 

9o-~yy^tixt3 r ). zti&x-iz. mm. 

$y (Taylor, S. etal., Nature, 297. 307, 1982), 
vty yt3-1-Y><mmi (Folkman, J.et al., S 
cience, 221. 71, 1983), 7*U K-Voy • 7-fef— h 

(Robin. J. B.. Arch. Opthalmol . . 103, 284, 198 
5) , mtt.m (WHBB63-1195009&«) , A-h*V 
-fv-VA (^¥63-295509^18) . 'Jy (iff 

H¥l-279828^&$8) . 4y*-7xny/3 (DR&ffl 
«WQ/29092^4MB ) «W» 6 ivC V > * . 

[0008] *»^(Cfc»t*VEGF/VPF7>^d' 
-XhtLT#£U^<?)i LT«i. VEGF/VPF 

flfcfcHSSfl* Witf. VEGF/VPF 

<OflUB£fi#r*^iStt$rVEGF/VPF, Sfctt* 
VEGF/VPF««MI«>*»fc»5r$, 

OHMNflMHr* VEGF/VPFC 

1 8 9fiX{i2 0 6ffl<O4SS<50VEG F/VP F-tfT" 

RVEGF/vPF*y?n-*;i«fh&w&*u » 
fc. 12EffiVEGF/VPF*/?n-:HMftflc#. VE 
G F/VP FcoT S yiBSWwHWTfciTIEEJiJ 1 ~ 
3 : 

1 . KPSCVPLMR 

2. SFLQHNK.CECRP 

3. KCECRPKKDRAR 

< 1 1 1 ofcRJBtSffiflo&fffciCfcAttf 4 L 

[ 0 0 0 9 J ±iecOfiiV E G F/ V P FiUfot IX its 



tfxth. mm, wztstv-i-friKmxvx- 
i-uyrva-frcoxozmx-mmmniK m 

cv*mmmix®mftit h<ots*Mcse»$-£fc 

<rymtm$mx'h*cT>RmimLxwm& 
*t bmmzimtcDteiitJii&ftZttttmwiz. 
Ktbi\ttfti>mm-f&zttfX'£&. stt. <r*no 
mmmzm ix&iH-it i^stfti m-r h z t # 

g?^ rx« ua?^ rmtfifow $>ti. %%. i g g<o-t 

VfJTtlXlt. IgGl. IgG2. IgG3XJi 

[ooio] 7tto^a-i-/utn.mth tnwrntmrn 

«HL-6O^J:0*iiL-VEGF/VPFcOcDN 
A ttWrnn^XyiV 9ttyS-byyX7x7-*£ 

y ? o-*/HR#Miilft£ V E G F / V P F X'ft& UP? 
MMiWOliiLZtlZ Sxn-7«t fclteLTflfc 

#T'£ h . ZW\4 f U F- JfitliWi {fKohlert 
Milstein^ffi(Nature.256:495(1975)]^(C J: 9fH £ 

[ooin ^^^JWk^* 

ttitiSft.** ^4fV-/KTaxol)*Jj:^<0»Wft*7S 

K * * (Docetaxel ) *«#J i: LTTMESfUC^ 
IhCOXibl. 
[00 123 

Hki] 
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OCOPh 



[00 1 3] _k£itfc:i3VvCRa*7-fe*-/Hk R' ifiy 
x -)V&0) t*tf?*V -)VX'h 0 . R . 
R' tft-7h*^&C0bZtf\ ( *?*-t)l>X'fo&. 

[0014] xmrnmiyfrtzmt. wrti 

ummtimT. mm. m^mmm 

xfmfcftvmitiiWMfrAmfriztix. x%®, *a 
fts-mmzziom*). jam&zLizktf 

?**r y^t-smnimm t mmmms x/mm 

o.i-io ong/kg*a/at'*) o i hi ®frt>&mz 
mxmximaiz i ®x& i~2aiBfc i 

[00 1 53 **W«AWr4iaWW*^HiPa4t* 

mitt LMttzmH-mr y?m i < M&ks-m 

WHtt. «W3ft.fcVEGF/VPFTy^rf-^h». 
tf/Xtt^-tf-yJWbd**}!*!, fcfcitf. £S&tg 

tf, Tween8 0, -fe'vf-y. tMitr^SV (HS 
A) *if«:3!BiJtfcWCfti9, *fctt, ttJSfrtcMlPi 

flaiOfc^KJeffltLTttMitfvynh-^. 7F 



0. i§efcEfi$-fr*fcftfc:y!Ky-M>v>r?n*7 

[0016] £t&{m5-?i%,G&*tnzmmztL& 
m\ ■ man ■ mm ■ m ■ *?±)mmm®zti 
^<?mmwzmi±H8c£m zti&&&m ■ n$m 
• mm • mm ■ &m\ • mmm^x o ttrnmis 
x. anmrnamt Lxum*m ■ mmm 
■ • isn>y7wm^-ftiX'<7)W&x'h-oxi>£<. 
x. mtmm®®^h&m&Mx*h~>x^& 
w mz*<nmmi.wm\ ■ m-mmtiztttx 

[00 17] 

mi. fi i*mutztii>mbmizm%.zti& t 

(1 ) VEGF/VPFt/^o— ^;HS***4-tS 
A^iJ K-V£Of^i?*giUct f-VEGF/VPF c 
D N ACTJBWEM J: 0 1 h V E G F 
/VPFfcflMRUYVPF ;imfr7-3 1496^ 

*SHh *-*-/n; h^^r-y(KLH)t 

SfiSrtiiiSk LXffl&zft^XWX*/7u— tivfa 
ft£fl*Lfc. BP*>. KLH-YVPFTfcgEW:"?? 
X(50J?« fc7WS ID-7|ffi( S p2/0- Agl4) 

^W7iJ Y-v\m&tmfclz£')7'a--y7L 
it. YVPFt^O-WbU^N'fT" 1 ; F-V<0i«tL 
»<0»6tt«rSWftaail5a£fcJ: OIK. YVPFtR 

^SffiK4^I^IIKK«?9f^t FERM BP-5 
6 6 9kUr«it$iXTV^). 
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[00 18] (2 ) VEGF/VPF*7?U~ t/Mft 

AbTrapGIK 7 r : sT#M) £fflWC*/7o- 

mz£ OH^JttS*, MV833fftfltfW9Xtt IgGIT* 
&r>fc. X. TEO*ffi-Cj|jeLfeVEGF/VPF12 
1SWEG F/V P F165Citr*IWi3@RJiJaT<OjB 
0 ?* 0 #f£HJ!c9 * 7 7 a - t/l/ffifH* VEGF/VP 

f tst L"c»^a»ttSrrr 4 i t . 

O 5.7X10" I1 M±0.35X10" 11 M (VEGF 
/VP F 121) 

0 1.10X1 0' U M±0. 1 1 X 1 0"'°M (VEG 
F/V PF 165) 

y 7 n— fvUfttt* 0 . 1 Mi&fc-*- F >J »7 A £ £tr 2 
5iMKSII«R(pH=9.0)-C2/ig/ilKPi!LK"5^ 
L*m&W5t7V-FKl 0 0 J ul-fo»L4 , C-C'- 

mhh-«. act=^6)WK(Nt* i%bsa-pbs 

2r3 0^1-fo^!lDL3 7'CT'4^Sca-f.|.. 1%B 
SA-PBS*K9l»V>fc«0. lXBSA-PBS-CP 
gjl^VPFfc 126 IfiUVPFO 25 I^VPF121(± 
YVPFSr?D9$yTffifc±'5i»k 125 I WP 
F165(i7-?^AttJ: 9*A>RiKlliK*ft*fc l ) 2 0 
0Ml»LT-8ftftg-ri.. £*>RJ68i««f'<*)VPF 
Jf|gteVPF121#0~lng/ft, VPF165#0~1 On 
g/ft. 125 1 SiBV PFAUX10 4c P m/^(125 I W& 
VPF121 ; 66.7pg/5^ 125 1 &MSV P F 165 ; 1 

1 6pg/K> t-ti. f&t>Bu®m&VL*)mo.i% 

BSA-PBS-C60ft»Lfctt, jM£l#fOflJ"J* 

t t ^ffffl^- a -y<c •> y * -trc * * 

mnmM&ttp I = 5 . 2 ~~ 5 . 5 T*> •» fc . SiBt^T' 
$8&0£> 4fl&c7) I gGl * 4 r<0tffV P F * 7 7 a— 

mtom^tQ«<nmm\jTL\-*hwvm# p i = 7 . 



0~7. 5T'J)0^x^yT'y?ttOA4.6. l«i pi 
= 4. 2~5. 2(Kim,K.J. et.al. Growth Factors, 7: 53 

(1992)] t* v*mrtmit^-rtic?>mb tmzt 

v-VTyJ *7 F'ttHcJ: «3 3WT3 OtflSI&fl 

Lfc. »»ay/w4«sfte^ ■» f Futures 

[0019] (5)VEGF/VPF>rWE/?0-t 

(a) VEGF/VPFW7S/KE^-^Cffl^ 
ti^T-f- h'^it hVEGF/VPF121<7)TSy 

itfijcoiHi UJt 1 2fflcor s /K£ 1 oco^rf- f a 1 

f-FSr V;Wf - t° y^Tf- F'-&j£ffi (Maej i , N, J . et . al . 
J. Immunol. method, 134:23(1990) ] J: O^fifcLfc. *f 
9 6*7 -y-fe-f rw- hffltyya y 7<9try<7)5fcS£ 

fi-TJ-yfrk K*OJ X OFmocSfcKiSU: 
ft. ^7 0^* i^/l^f;^ $ Ffct Hn^y^y/ 
h'JTV-^»ftT'CFmoc-r5y|gS:«S^$^. N, 

•hlVXVA $ F fc h F Ddf 5"*y V F l> TV-/14WET 

t'Fmoc-r $ jwzm^mt. zcotmzmvM-fzt 

««flWH6«rlSfc*b^. b*y±T-^L^^7f- 
ySr'FttjgjS+tji-tCifclciOWOajUfc. -&jStJt 
^Tf - F^SMttjJ-yk r- 7 ?/l>Tll>Tt FSrfflv>"CTS 

rf - F<07 $ 7 BStf'J S:^ 1 L?t. R^tt^rf - F 

[0020] 
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52. 
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IKPHQGQHIGEH 
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FHDVYQRSYCHP 


32. 


FKPSCVPLHRCG 


55. 


PHQGQHIGEHSF 


10. 


NDVYQRSYCHPI 


33. 


KPSCVPI.HRCGG 
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KCECRPKKDRAR 
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HPIETLVDIFQE 


41. 


GCCNDEGLECVP 


64. 


ECRPKKDRARQE 


19. 


IETLVDIFQEYP 
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CNOEGLECVPTE 
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RPKKDRARQECO 


20. 


TLVDIFQEYPDE 
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DEGLECVPTKES 
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KKDRARQECOKP 
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VDIFQEYPDEIE 
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[0021 ] ( b ) M V833fit#:i RJfrf S^f- Y9> 

U±.cr>£ o IC iXStftltt 6 7Wy<?+ Httt b VE 
GF/VPF121^^fH«t:»iC-fttW**. L£ 
#o -C 6 7 ScO^rf - F t M V833taft t <9RfEtt£f8 
«.&Zbt,z£*) MV853inMztfiV E G F/V P FOiiV) 

«a t re l x ^ £ a* * aj a -r t #-c § ■& . * 

^TaP£ftaS8ll££(C «k 0 6 mco^y* H t MV833 
tttti:*>RJ6tt£W > W:. 9 6^N0Sri/-K3- 
X ^-ttS) (C 6 7 SW 2 0 « M^Tf- Kjgffi £ AftS 
a"C2«riattBL/i. 0. l%BSA-PBS"C7V-h 
»«t3ISI8fe»Lfc*, 2%BSA-PBS£AilS& 
"ClWIBIttBLfc. 2%BSA-PBS£Bfc^7t&. M 
V833( 1 %B S A-P B Sjfjg) SrAftSfflT- 1 B*H2KB 

Uc. o. ^BSA-PBst-eniam^w^^ 

— teHHRLfct 7 ^ta^X I gG (77yt^t) ( 0 . 



i % b s a-p b smm) zwim&x' 1 mum us. 

0.1%BSA-PBST6 WkWk 8 . 3 mg/ml *)V V 7 

i - v v v r 5 v 2 mtua <* v o . o i %mnt*m 

££tf 0 . 2 M h U X - :? x yI?*g«?S(pH= 5 . 2 ) £ A 

tiXX&Zikt:. &Uli\t2fflmmZtiUx.X 

SL «3KS(OD4 9 0/6 5 0)*SI£W:. R 

[0022] MV833tS«:(i 6 7 WSflV^rf- H<0+T 
^rf-H«M!»f3 K 32. 33. 60. 63W5o 
W^rf-KlClKKiBUfc. ^7-?-K*J5«#3 1-3 
3 O'S.Tf- KCliK PSCVPLMRt^-i ffi Wftil 
fc**ivO>*£i:J:'3. CtfXRWWiMV833a*tt 
K P S C V P L M R t V > 3 7 5 7 W&M ®tt t RJE L X 
^ht%Z-btlh. Ltz&r.X, MV833fiifW4VEG 
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F/VPF<7)KPSCVPLMRIE?IJ£: SFLQHNK 
CECRPi25>JtKCECRPKKDRARi2?i)t(C;K 
KLWlZk tfWRZtlt . fittWi* yA?JfcO*ffi 

2®S?)7 5 y V E G F/V P FOffiWC 

tt*fcMtt»{«ai3& t #-"C* & £ MhfiX US *>\ JKX 

5 y gtsa tRC-f & ; t #h h . m V833tafr**v p 
f *v>-m<n7 5 y sstfimnas us; t J: o , 

*mmi-ffificr>7 5 y lifflMa^fc A*WfcHi*fcB 
myrnftfc#iMi.«. 

[00233 (6)tmmm 

AH (HT-1080) $r 2inmAtC*D0abL. JM<G18 

fc. #«SB<fc Ofcitf 5Bf£fc?* y-yp* 1 Omg/ 
kgJUMW: 9 2 084^. ffi*li8fflSB*»M 2. 
5jug/v***4B#fc™S!ft-5-Us. 
«g*8«rrs I fc -CBlWMRSff as u;. * ^sen* 

H 1 fcjjrf . 

1 ) Z2mftlzm&l. J}(<0-f¥6E«D*-r-*V>* 
fcTtChnTrt-^fflVvC^ffiUs. »ffi2 0Bf£i> 
J: 1/2 4 BttfC?*'/-*'* 2 Omg/ksJitflitt 0 20 
»4tJt. fiEWi, »«20, 24, 28, 32, 36 
BttC 1 0 Om s/WXt SEWIMRtM-U:. 

it ttMMiBftfMR (m?) £,Tcf. 02+. Dttay 

Ser Phe Leu Gin His Asn Lys Cys Glu 
1 5 

ffi?'J## : 3 

: 1 2 

itfijcoS: rsyi? 
ISflWfflB: ?y;<?ft 

m-. 

T.ys Cys Glu Cys Axg Fro Lys Lys Asp A/g Ala Arg 
1 5 10 



«u Att, a#i:^^y-^effflUit^*^L, « 
iw«&«oBit *s«iwstt« (mii 3 ) 0 

t mus (mx- i ) comzti^xn. tmmn^fr 

[0024] 

[w%m%\*wm, vEGF/vpFammm 

[0025] 
B*l#*: 1 

aai<os : r$y$ 

-fe^^f y : 

mm-. 

I.ys Pro Ser Cys Val Pro Leu Met Arg 

1 5 10 

mm^r : 2 

Sfll<Og§ : 1 2 
1S?iJcOM: T5yi! 

£*loa&: *y^?jj 



•fe/l^W y : 

m ■■ 

Cys Arg Pro 
10 

[HI] VEGF/VPF*y^n—J-/Htfti;^y 
[02] VEGF/VPF^y^O-^/HSlflcfc^^y 
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mi) [02] 



3500 




*Q JO » 40 AO 60 70 SO 



F?-A(##) 4B024 AA01 BA31 

4C084 AA02 BA01 BA08 BA17 BA18 

BA23 MA02 NA14 ZB261 

ZB262 ZC411 ZC412 ZC752 
4C085 AA14 CC17 DD33 EE03 GG02 

GG03 GG04 GG06 GG08 
4C086 AA01 AA02 BA02 MA02 MA04 

NA14 ZB26 ZC41 ZC75 



